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7.2.12.4 Gastrointestinal |

For currently marketed carbapenems the following adverse clinica] events have been
noted:

Primaxin LV. -In the "Adverse Reactions" section of the label, nausea-(2.0%), diarrhea
(1.8%), and vomiting (1.5%) were reported as possibly, probably, or definitely related to
imipenem. Additional adverse events related to the gastrointestina] system that were
reported as possibly, probably or definitely drug related occurring in less than 0.2% of
patients included: pseudomembranous colitis, hemorrhagic colitis, hepatitis, Jaundice,
gastroenteritis, abdominal pain, glossitis, tongue papillary hypertrophy, staining of the
teeth and/or tongue, heartburn, pharyngeal pain, and increased salivation. Laboratory
changes related to the gastrointestinal system that were reported in the label without.
regard to drug relationship included: increased ALT, AST, alkaline phosphatase,
bilirubin, and LDH.

Merrem 1. V. - In the "Adverse Reactions" section of the label, the incidence of

- diarrhea (5.0%) and nausea/vomiting (3.9%) were reported irrespective of the
relationship to meropenem. Additional adverse events related to the gastrointestinal
system that were reported in greater than 0.1% but less than 1.0% of patients irrespective
of relationship to meropenem included: oral moniliasis, anorexia, cholestatic

jaundice/ja - a0 the

The following table displays adverse events related.to the gastrointestinal system that

occurred in 20.1% of patients receiving ertapenem 1 gm daily during the parenteral
period plus 14-day follow-up period.

gastrointestinal system occurred at similar rates between the ertapenem 1 gm group and combined comparator
group. The incidences of diarrhea, constipation, nausea, and vomiting for the ertapenem 1 gm appear to be
greater than those historical rates reported in the imipenem and meropenem labels, but the rates of diarrhea,
constipation, nausea, and vomiting reported for the comparator agents in this NDA were also greater than those
historical rates reported in their respective labels. ’

An ertapenem dose-related incidence of diarrhea, Rausea, and vomiting was not as strongly suggested by data in
the Phase II and 111 clinical studies as it had been by data in the Phase I clinical studies.

Clinically significant laboratory adverse events related to the gastrointestingl system occurred at similar rates
between the ertapenem 1 &m group and combined comparator group, with the exception of AST increases as was
noted in section 7.2.9 of this review, '

Based on the Medical Officer’s criteria for inclusion of adverse events in the "Adverse Reactions" section of the
label the Medical Officer recommends that the Jollowing adverse events be included under "Digestive System":
acid regurgitation (1.3%), anorexia (0.5 %), oral candidiasis (0.9%), cholelithiasis (0.2%), constipation (3.6%),
diarrhea (9,7%), Clostridium difficile associated diarrhea (0.4 %), duodenitis (0.2%), dyspepsia (1.1%), dysphagia
- (0.3%), esophagitis (0.2%), Natulence (0. 5%), gastritis (0.2%,), gastrointestinal hemorrhage (combined adverse
experiences of hematem esis, hematochezia, anal/rectal hemorrhage, Zastrointestinal hemorrhage, and melena)
(0.7%), hemorrhoids (0.3%), ileus (0.3%), jaundice (0.2%), nausea ( 7.3%), pancreatitis (0.1%), pyloric stenosis
(0.1%), stomatitis (0.4%), mouth ulcer (0.2%), and vomiting (3.9%,).
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Number (%) of Patients With Gastrointesting

343

Integratq

(Incidence 21 % Ertapenem 1
During Study Therapy and 14-Day Foll

d Safety Summary

gm Treatment Groups)

-Up Period—All Clinical Studies

1 System Clinical Adverse Experiences

(Total and Dru Related)
Ertapenem I g Ertapenem 1.5 ¢ Ertapenem 2 g Piperacillin/Tazobactam Cefirisxone
(N=1954 )% {N=64 ) {N=130) (N=774 )! (N=942)"
n (%) DR n (%) DR n (%) DR (%) DR n (%) DR
Digestive System 500 (25.6) 14 | 32 (50.0) 7 2 (6.7) 1 244 (31.5) 89 250 (26.5) 115
JAbscess, appendiceal 2 (0.1) 0 0 (0.8) 0 0 (0.0) ¢ 0 (0.0) 0 0 (0.0) 0
JAbscess, liver 1 (0.1} ¢ 0 {0.0) 0 ] (0.0) 0 0 {0.0} 0 0 0.0 0
Acid regurgilation ' 26 (1.3) [ ¢ (0.0) 0 0 (0.0} 0 ? (0.5) 2 6 (£.6) 0
lAnorexia 9 {D.5) k! 1 (1.6} 0 0 {0.0) 0 9 {1.2) 0 7 0.7) |
Asciles 2 (0.1} 4] 2 (3.1) 0 0 (0.0} 0 4 (0.5) 0 1 {G.1) 0
Atony, gastric 1 (0.1) 0 0 (0.0} 0 0 (0.0} 0 0 (0.0) 0 0 {0.0) 0
Biliary disorder | {0.1} 0 0 {0.0) ¢ ¢ (0.0) 0 | {0.1) 0 0 {0.0) (]
Candidiasis, oral 17 0.9) 9 1 (1.6} 0 0 (0.0} 0 10 (1.3) 9 18 (19 i3
Cholecystitis 2 (0.1) 1 0 (0.0) 0 0 {0.0) ¢ 1] (0.0) 0 0 (0.0) 0
Cholelithiasis 3 (0.2) 0 0 (0.0} 0 1 (3.3} 0 0 {0.0} 0 1 .1 0
Coiilis 1 (0.1) 1 0 (0.0) 0 0 (0.0} 0 (] (0.6) 0 0 0.9) 0
Constipation 70 {3.6} 7 6 (9.4) | 1] i) {0.0) 4] 42 (5.4) 6 29 (3.1) 2
Diarrhea 189 .7 107 8 (12.5) 3 2 6.7} i 9 (12.1) 54 92 (9.8) 56
Diarrhea, Clostridium difficite 7 (0.4) 6 0 (0.0} 0 0 {0.0) 0 2 (0.3) 2 2 0.2) 0
jssocialed
Dilalion, stomach ] (0.1) 0 0 (0.0} 0 0 0.0y 0 I {0.1) 0 0 (0.0) 0
Distention, intestinal | {0.1) ¢ (] (0.0} ¢ 0 {0.0) 4] 0 (0.0} 0 0 (0.0) 0
Dry lips 1 (0.1} 0 0 (G.0) 0 0 (0.0) 0 0 (0.8) 0 ! 0.1} 0
Dry mouth 1 (0.6) 6 1 (1.6) 0 0 0.0) 0 k! (0.4) 0 ]| (1.2) 8
[Duodenitis 3 {0.2) G 0 [(eX1)) ] 1 (0.0) 0 0 (0.0) 0 1 {0.1) 0
Dyspepsia 21 (1.1) 7 ! {1.6) 0 ! (3.3} 0 5 {0.6) 2 15 (1.6} |
Dysphagia 5 (0.3} 1 O (0.0} 0 0 {0.0) 0 0 (0.0} 0 k! (0.3) 0
Edema, tongue 1 {0.1) | 0 {0.0) 0 0 (0.0} 0 0 (0.6) 4] 0 (0.0} 0-
Enterocolitis, pseudomembranous 2 (0.1) 2 | (1.6) 1 1] (0.0 1] i3 {0.0) 0 3 0.3) 2
Erasive esophagitis 1 (0.1} ¢ 0 (0.0) 0 ] {0.0) 0 0 (0.0} 0 0 {0.0) 0
phagitis 3 0.2) 0 0 (0.0} 0 0 (0.0} 0 0 (0.0) ¢ 2 (0.2} 0
Fecal abnormality | (0.1} ¢ 0 (0.0) ¢ 0 {0.0) 0 2 {0.3) 2 4] {0.0) 4]
Fecal occult blood 2 {0.1) 0 0 (0.0) 0 0 (0.0) 0 t (0.1} 0 2 (0.2) ]
Fistula, abdominal 1 (0.1) 0 ¢ (0.0} 0 0 (0.0} 0 2 {0.3) 0 0 (0.0) 0
Fistula, intestinal 4 {0.2) 4] 0 (0.0) 0 0 {0.0) (] I (0.1) 0 1] {0.0) 0
Fistula, perianal, infected | ©.1) 0 ¢ (0.0) 0 0 (0.0) 0 0 (0.0} 0 0 (0.0) 0
Fiatulence g (0.5) 2 0 0.0 ¢ [0 (0.0) 0 4 {0.5) 1 7 {0.7) 4
Gallbladder disorder ! {0.1) 0 0 (G.0) L] 4] {0.0) 0 0 (0.0} ] 0 (0.0) 4]
Gastritis 4 (0.2) 1 ¢ (0.0} 0 0 (0.0} 0 2 (0.3) 0 5 {0.5) 0
Gastroenterilis, infectious 2 0.1} 0 0 {0.0) G D (0.0) ¢ U] {0.0} 0 0 (0.0} G
Gastroesophageal reflux | 0.1 0 0 {0.0) 0 i (0.0) 0 | {0.1) 1] 2 (0.2} 0
IGlossitis | (0.1) ! ¢ (0.0} 0 P (0.0) 0 0 (0.0) 0 0 (0.0} 4
Hematemesis 3 (0.2} 0 0 0.0} 0 D (0.0} 0 0 (0.0) 0 ¢ (0.8} t]
Hematochezia ! {0.1) 1] ! {1.6) [ 0.0) 0 2 (0.3) 0 2 (G.2) ]
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emorrhage, anal/rectal 2 {0.1) 0 1 (1.6) 0 0 {D.0) 0 0 (0.0} 0 2 {0.2) 0.
emorrhage, gasirointestinal ] 0.3) ] O {0.0) 0 i] (0.0) a 3 (G.4) 4 4 0.4) 1]
Hemorrhoids ~ ] {0.3) a 0 {0.0} 4] 1] (0.0) 1 a {0.0) 0 0 {0.0) 4
epalomegaly ! 0.1) 0 1] (0.0) 0 0 (0.0} 0 0 {0.0) 0 0 0.8) 0
Llews 6 {0.3) 0 2 {3.1} 4] 0 (0.0) 4] 13 (1.7 ] 2 {0.2) 0
ncontinence, fecal 2 .1 | | (1.6) 0 0 (0.0} 0 4 {0.5) t ! (0.1) i}
nfection, ebdominal wall | {0.1) 0 0 0.0y 0 0 (0.0) 0 4 {0.5) 0 0 (0.0) 0
ion, dental process t (0.1) 1 O (0.0) 0 a 0.0) 0 ] {0.0) 0 0 (0.0} 0
n, intra-abdominal 5 (0.3) - i} ! (1.6} ¢ 0 (0.0} 0 16 2.1) | 8 (0.8) }
ntubation, gastric, complication 1 (G.i) 1] 1 (1.6) 1] 0 (0.0} 1] { (0.0) 0 0 (0.0) 0
intubation, pastrointestinal 1 {0.1} 0 0 0.0} 0 0 {0.6) 0 0 (0.0) 0 0 (0.0} 0
Jaundice 4 (0.2) | 4] 0.0) 0 0 (0.0} 0 3l (0.4) 2 1 0.1) 0
Lesion, tongue | {0.1} 0 0 {0.0} 1] 0 (0.8) 0 2 {0.3) 0 1 (0.1) 0
Leukoplakia, oral i 0.1) | O (0.0) 0 a 0.0) 0 V] 0.8) 1] 0 (0.0) 1]
Liver disorder | {0.1} 1 0 {0.0) ] 0 {0.0) 0 1 {0.1) 0 2 (0.2) &
Liver function abnormality ! ©.1) ] L (0.0) 0 a (0.0} 1] 0 0.0 o 0 0.0) 0
Melena | (0.1} g 0 (0.0) 0 1] 0.0) a | (0.1) 1] | o.n 0
Nausea 142 (7.3) 6l 10 (15.6) 2 ] (0.0) 0 67 (8.7} 26 70 (7.4) 31
[Neoplasm, liver, metastatic | 0.1) 0 0 (0.0} 4] 0 {0.0) 0 0 (0.0) 0 0 (0.0) 0
INeopiasm, tongue, malignant 1 0.1) 0 +] 0.0) i] a (0.0} 0 1] (0.0} a 1] 0.0) 1]
Obstruction, bile duct | {0.1) 0 0 (0.0) 0 0 {0.0) ¢ 0 (0.0) 0 1 {0.1} 0
[Cbstruction, intestinal 2 o.n 0 | (1.6) i] 0 (0.0} V] 5 (0.6} i3 1 ©.1) 0
Pain, anal/rectal 3 (0.2) 0 0 (0.0} 0 0 (0.0) 0 2 (0.3) 0 0 (6.0) 0
Pain, mouth 1 (.1 0 0 (0.0) 0 0] (0.0) 0 | (0.1} ¢ 2 {0.2} 1
Pancrealitis 2 0.1y ] 0 (0.0} ] 0 (0.0) 0 0 (0.0} 0 | (0.1) 0
Parotitis 1 0.1y 1] [} 0.0) 0 0 0.0 0 | (0.1} 0 1] (0.0) 1]
Perforation, intestinal i {0.1) 0 0 0.0y 1] 0 (0.0) 0 3 (0.4) ] ! 0.1) 0
Peritoni 5 (0.3) 0 0 0.6) 0 0 (0.0) 0 2 {0.3) 0 2 (0.2) 0
Stenosis, pyloric 2 {0.1) 0 0 {0.0) 0 4] (0.0) 0 0 0.0 0 0 (0.0) 0
IStomatitis 8 (0.4) 2 1] {0.0) 0 0 {0.0) 0 2 {0.3) 0 ! (1) 1
Slomalitis, aphthous { (0.1} 0 0 (0.0} ¢ 0 (0.0} 0 0 (0.0} 0 0 (0.0 0
Surpery, intestina?, complication 4 (0.2) 0 | (1.6) 0 0 {0.0) 0 6 (0.8) 0 | 0.1) &
Thirst t {0.1} 1 0 (0.0} i o (0.0} 0 0 (0.0} 0 | (0.1} 0
Ulcer, gastric 1 (0.1) | o (0.0} 0 1] {0.0) [t} 1 (0.1) O V] 0.0) 0
Ulcer, mouth 3 {0.2) 2 0 {0.0) ¢ 0 (0.0} 0 0 {0.0} 0 4 (0.4} |
Varices, esophageal 1 (0.1) 0 [ (0.0} 0 0 (0.0) 0 0 0.0) ¢ 0 (0.0) 0
[Vomiting 76 3.9 22 3 {4.7) 0 1] (0.0) 0 41 {5.3} 13 38 {4.0) 11
(From Reference 46, September 21, 2001 submission)
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7.2.12.6 Hematologic
For currently marketed carbapenems the following adverse clinjcal events have been
noted: :

Primaxin LV. -In the "Adverse Reactions" section of the label, hematologic adverse
events that were reported as possibly, probably or definitely drug related occurring in
less than 0.2% of patients included: pancytopenia, bone marrow depression,
thrombocytopenia, neutropenia, leukopenia, and hemolytic anemia. Laboratory changes
related to the hematopoetic system that were reported in the label without regard to drug
relationship included: increased eosinophils, positive Combs test, increased WBC,
increased platelets, decreased hemoglobin and hematocrit, agranulocytosis, increased
monocytes, abnormal prothrombin time, increased lymphocytes, and increased
basophils.

Merrem I. V. - In the "Adverse Reactions" section of the label, hematologic adverse
events that were reported in greater than 0.1% but less than 1.0% of patients irrespective
of relationship to meropenem included: anemia. Laboratory changes related to the
hematopoetic system that were reported in the label without regard to drug relationship
included: increased platelets, increased eosinophils, prolonged prothrombin time,

[prolonged partial thromboplastin time, decreased platelets, positive direct or indirect
Coombs test. decre moglobin, decrgased-hematoerit—dorrersed= BC. shottened

prothrombin time, and shortened partial thromboplastin time.

The following table displays adverse events, reported by Investigators, related to the
hematopoetic system that occurred in 0. 1% of patients receiving ertapenem 1 gm daily
during the parenteral period plus 14-day follow-up period. -

Medical Officer's Comment: The clinical drug-related and non-drug-reluted adverse events related to the hemic
and lymphatic system occurred at similar rates between the ertapenem | gm group and combined comparator
group. However, in the tables of "Clinically Significant Laboratory Abnormalities ", absolute neutrophil count
<1000 cells/uL occurred at o greater frequency in the ertapenem 1 &m group (see section 7.2.9 for MO's
‘ discussion). Given that Dr, Seethaler, the Pharmacology/T oxicology Reviewer, concluded from available
preclinical data that the risk of neutropenia was significant, the MO Jfeels that the rate of neutropenia occurring
in the clinical studies should be specifically noted as a Potential serious adverse reaction in the "Adverse
Reactions" section of the label,

Based on the Medical Officer’s criteria for inclusion of adverse events in the "Adverse Reactions" section of the
label the Medical Officer recommends that the following adverse events be added to the "Adverse Laboratory
Changes" section: anemia (1.1%), neutropenia 0.1%), thrombocytopenia (0.1%), and thrombocytosis (0.2%).
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7.2.12.7 Respiratory _
For currently marketed carbapenems the following adverse clinical events have been
noted:

Primaxin L.V. -In the "Adverse Reactions" section of the label, adverse events related to

. the respiratory system that were reported as possibly, probably or definitely drug related
occurring in less than 0.2% of patients included: chest discomfort, dyspnea,
hyperventilation, and thoracic spine pain.

Merrem I. V. - In the "Adverse Reactions" section of the label, the incidence of apnea
(1.3%) was reported irrespective of the relationship to meropenem. Additional adverse
events related to the respiratory system that were reported in greater than 0.1% but less
than 1.0% of patients irrespective of relationship to meropenem included: respiratory
disorder, dyspnea, pleural effusion, asthma, cough increased, and lung edema.

The following table displays adverse events related to the respiratory system that

occurred in 20.1% of patients receiving ertapenem 1 gm daily during the parenteral
period plus 14-day follow-up period.

Medical Officer’s Comment: The clinical drug-related and non-drug-related adverse events related to the

respiratory system occurred at similar rates betrween the ertapenem | gﬂﬂlmd_mmhmzd_mmm‘%____“

Based on the Medical Officer’s criteria for inclusion of adverse events in the "Adverse Reactions" section of the
label the Medical Officer recommends that the following adverse events be added to the "Respiratory System "
section: asthma (0.2%), bronchoconstriction (0.6%), cough (1.4%,), Pharyngeal discomfort (0.4 %), dyspnea
(1.7%), pleural effusion (1.3 %), epistaxis (0.4%), hemoptysis (0.2% ). hiccups (0.2%), hypoxemia (1.0%), pleuritic
pain (0.4%), Pharyngitis (1,0%), respiratory insufficiency (combined adverse experiences of respiratory distress,
respiratory distress syndrome, respiratory failure, and respiratory insufficiency) (2.0%), and voice disturbance
(0.2%).
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NDA 21,337 353 Integrated Safety Summary
MO Review

7.2.12.8 Urogenital

For currently marketed carbapenems the following adverse clinical events have been
noted:

Primaxin L.V, -In the "Adverse Reactions" section of the label, adverse events related to
the urogenital system that were reported as possibly, probably or definitely drug related
occurring in less than 0.2% of patients included: acute renal failure, oliguria/anuria,
polyuria, and urine discoloration. Laboratory changes related to the urogenital system
that were reported in the label without regard to drug relationship included: decreased
serum sodium, increased potassium, increased chloride, increased BUN, increased
creatinine, and presence of urine protein, red blood cells, white blood cells, urine casts,
bilirubin, and urobilinogen.

Merrem 1. V. - In the "Adverse Reactions" section of the label, adverse events related to
the urogenital system that were reported in greater than 0.1% but less than 1.0% of
patients irrespective of relationship to meropenem included: dysuria, kidney failure,
vaginal moniliasis, and urinary incontinence. Laboratory changes related to the
urogenital system that were reported in the label without regard to drug relationship
included: increased creatinine and increased BUN.

The following table displa

in 20.1% of patients receiving ertapenem 1 gm daily during the parenteral period plus 14-
day follow-up period.

Medical Officer's Comment: The clinical drug-related and non-drug-related adverse events related 1o the
urogenital system occurred at similar rates between the ertapenem 1 &m group and combined comparator group.
As was previously discussed in section 7.2.11.6 of this review, pregnancy occurred in one patient (MK-0826 1 gm
group) and the pregnancy resulted in a spontaneous abortion. Due to the severity of this adverse event, the
preclinical findings reported by Dr. Seethaler, and the lack of additional data relating to pregnancy outcome in
humans, the MO feels that this serious adverse event should be specifically noted in the label,

. Clinically significant laboratory adverse events related to the urogenital system occurred at similar rates between

the ertapenem 1 gm group and the combined comparator group.

Based on the Medical Officer’s criteria for inclusion of adverse events in the "Adverse Reactions" section of the
label the Medical Officer recommends that the Jollowing adverse events be added to the "Urogenital System”
section: abortion (0.1 %), bladder dysfunction (0.2%), vaginal candidiasis (0.2%), hematuria (0.3%),
oliguria/anuria (0.4%), vaginal pruritus (0.4%), renal insufficiency (combined adverse experiences of renal
insufficiency and acute renal insufficiency) (0.8%), urinary retention (0.3%), vaginitis (1.3%), and vulvovaginitis
0.2%).
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7.2.12.9 Dermatologic
For currently marketed carbapenems the following adverse clinical events have been
noted:

Primaxin I.V. -In the "Adverse Reactions" section of the label, rash (0.9%), pruritus
(0.3%), and urticaria (0.2%), were reported as possibly, probably, or definitely related to
imipenem. Additional adverse events related to the dermatologic system that were
reported as possibly, probably or definitely drug related occurring in less than 0.2% of
patients included: Stevens-Johnson syndrome, toxic epidermal necrolysis, erythema
multiforme, angioneurotic edema, flushing, cyanosis, hyperhidrosis, skin texture
changes, candidiasis, and pruritus vulvae. Adverse local clinical reactions that were
reported as possibly, probably or definitely related to therapy with imipenem were:
phlebitis/thrombophlebitis (3.1%), pain at the injection site (0.7%), erythema at the
injection site (0.4%), vein induration (0.2%), and infused vein infection (0.1%).

Merrem L. V. - In the "Adverse Reactions" section of the label, the incidence of rash
(1.7%) and pruritus (1 .6%) were reported irrespective of the relationship to meropenem.
Additional adverse events related to the dermatologic system that were reported in
greater than 0.1% but less than 1.0% of patients irrespective of relationship to
meropenem included: urticari i i fr

that were reported irrespective of the relationship to therapy with meropenem were:
inflammation at the injection site (2.4%), injection site reaction (0.9%),
phlebitis/thrombophlebitis (0.8%), pain at the injection site (0.4%), and edema at the
injection site (0.2%).

The following table displays adverse events, reported by Investigators, related to the
dermatologic system that occurred in 20.1% of patients receiving ertapenem 1 gm daily
during the parenteral period plus 14-day follow-up period.

Medical Officer’s Comment: The clinical drug-related and non-drug-related adverse events related to the
dermatologic system occurred at similar rates between the ertapenem 1 gm group and combined comparator
group. Rates were also similar to those reported historically in the imipenem and meropenem labels.

Based on the Medical Officer's criteria for inclusion of adverse events in the "Adverse Reactions" section of the
label the Medical Officer recommends that the following adverse events be added to the ""Skin & Skin
Appendage" section: dermatitis (0.3%), desquamation (0.2%), erythema (1.4 %), flushing (0.2%), pruritus (1.4%),
rash (2.4%,), sweating (0.6%), and urticaria (0.2%,).
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7.12.3 Overall ISS Conclusion :
Based on the Integrated Summary of Safety review, the Medical Officer recommends
approval of ertapenem sodium 1 gm daily administered for up to 14 days intravenously or
7 days intramuscularly for the indications in which efficacy has been demonstrated.
Based on data provided in the ertapenem NDA the following conclusions can be made:

Overall, clinically significant clinical and laboratory adverse events and treatment-
related adverse events, occurring in the study therapy and 14-day follow-up periods,
for ertapenem 1 gm daily (intravenous or intramuscular administration) in the Phase I
and II clinical studies were similar to those of the approved comparator drugs
(piperacillin/tazobactam and ceftriaxone).

Overall, the rates of serious clinical and laboratory adverse events and dropouts, -
occurring in the study therapy and 14-day follow-up periods, for ertapenem 1 gm daily
(intravenous or intramuscular administration) in the Phase II and III clinical studies
were similar to those of the approved comparator drugs (piperacillin/tazobactam and
ceftriaxone).

There was a non-statistically significant trend for a greater number of deaths in the
ertapenem 1 gm group in the pivotal complicated intra-abdominal infections study
(PO17). _

The rate of seizures (combined adverse events of seizure disorder, seizure-focal and =~
get In the study therapy plus 14-day follow-up period

was 0.5% for patients in the crtapenem 1 gm group and 0.1% for patients in the
combined comparator group. The rate of drug-related seizures (combined adverse
events of seizure disorder, seizure-focal, and seizure-grand mal) that occurred in the
study therapy plus 14-day follow-up period was 0.2% for patients in the ertapenem |
gm group and 0.1% for patients in the combined Comparator group. Based on a )
comparison with historical rates for "seizure" as an adverse event, ertapenem appears
to fall between imipenem and Meropenem as regards to the frequency of seizures
reported overall or as drug-related, with imipenem reported to have the highest
frequencies and meropenem the lowest,

Regarding other adverse events commonly reported for beta-lactam antimicrobials, the
incidence of rash, diarrhea, C. difficile associated disease, nausea, vomiting, and
headache were similar for ertapenem 1 gm and comparator drugs. :

Based on review of clinically significant laboratory abnormalities occurring during the
study therapy plus 14-day follow-up period, AST increase and absolute neutrophil

“count <1300 cells/uL and <1000 cells/ul. were slightly more common in the

ertapenem 1 gm group, but in general changes were transient and did not result in
clinically significant adverse events. _

Intravenous infusion of ertapenem 1 gm is generally well tolerated for up to 14 days
with respect to local tolerability in comparison to ceftriaxone and

piperacillin/tazobactam.

Intramuscular administration of ertapenem 1 gm is generally well tolerated with
respect to local tolerability in comparison to ceftriaxone | gm.

Ertapenem appears to be well tolerated irrespective of gender, however, it should be
noted that in the one female patient (in ertapenem 1 gm group) that was pregnant in
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the clinical studies, a spontaneous abortion occurred after 6 days of ertapenem
therapy.

® Adverse event rates, although higher overall, were comparable across all study drugs
for patients greater than 65 years old and for patients with renal dysfunction (Crg <60
mL/min/1.73m?),

* Adverse event rates were similar across all study drugs when examined by patient
race.

Based on the Medical Officer's review of the Integrated Summary of Safety, the Medical
Officer recommends the following additional information be provided by the Applicant as
Phase IV commitments:

* A final study report for study 035, "A Randomized, Double-Blind, Parallel-Panel,
 Placebo-Controlled Study to Investigate the Effects of Maximum Plasma
Concentrations of MK-0826 on QTc Interval F ollowing Single IV Dose
Administration in Healthy Subjects."”
* A statistically adequate and well controlled study in patients with complicated intra-
abdominal infections that compares death rate during the parenteral therapy period and
ata 4 to 6 week follow-up visit.

" T i 2 1 TSt € “wamings,” “Precautions,”
and “Adverse Experiences” sections of the Applicant’s proposed label are in Appendix
30.
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VIIL

Dosing, Regimen and Administration Issues _
Based on the demonstration of the non-inferiority of ertapenem to the FDA approved
comparators utilized in the pivotal clinical studies, ertapenem 1 gm intravenously once

once daily were evaluated: however, there did not appear to be an efficacy advantage at
the higher doses and the incidence of both clinical and laboratory adverse experiences
were higher. The efficacy of ertapenem doses less than 1 gm daily or for durations of
therapy different than those studied in the Phase ITb/III clincal development program
have not been investigated.

Based on Phase I studies, the bioavailability of ertapenem 1 gm administered
intramuscularly is approximately 90% of the bioavailablilty of a dose of 1 gm
administered Intravenously over 30 minutes. Based on pharmacodynamic modeling, IM
administration of ertapenem is predicted to provide adequate time above the MIC MIC
0f 4.0 ug/mL) to adequately treat infections caused by sensitive organisms for the

‘they have provid ; £ S POZT, and

P029) that received IM ertapenem (as was agreed to at the End-of-Phase II meeting). The
safety database supports the conclusion that ertapenem 1 gm IM once daily for up to 7

were investigated in 26 adult subjects with varrying degrees of renal impairment. Based
on the results of this study the Applicant has proposed, and the FDA Clinical
Pharmacology/ Biopharmaceutics review team has agreed, that the dose of ertapenem
should be reduced to 500 mg once daily in patients with creatinine clearance <30
mL/min/1.73 m®>. Because approximately 30% of the dose is removed by a 4-hour
hemodialysis session, for patients on hemodialysis a supplementary 150 mg postdialysis
dose is recommended if the ertapenem dose has been given within 6 hours prior to
hemodialysis.

APFLARS THIS WAY
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IX. Use in Special Populations

nder e, Race Effect

The Applicant performed analyses on the pivotal Phase IIb/II studies according to the
subgroups of gender, age, and race. Based on these analyses the efficacy of ertapenem
was similar to comparator drugs for males and females, for patients aged <65 years or
265 years, and for “Caucasian” and “Hispanic” patients. For “Black,” “Mestizo,” and
“Other” patients there was a trend (based on point estimates) for greater efficacy in the
ertapenem group. The following table displays the overall efficacy response by gender,
age, and race.

Overall Primary Efficacy Response'
In the Primary Efficacy Population*

Ertapenem | Comparator
(N=1171) (N=1038)
n/m (%) | n/m (%)

By Gender

Female 560/619 (90.5) 486/547 (88.8)
Male 485/552 (87.9) 432/491 (88.0)
<65 years 794/878 (90.4 687/774 (88.8)
265 years 251/293 (85.7) 2317264 (87.5)
By Race
Caucasian 555/636  (87.3) 483/544 (88.8)
Black 128/140  (91.4) 108/126 (85.7)
Hispanic 265/290  (91.4) 232/259 (89.6)
Mestizo 68/73 (93.2) 69/77 (89.6)
Other? 29/32 (90.6) 26/32 (81.3)

T The primary efficacy response displayed is the clinical response in Skin and Skin Structure Infections, Pelvic
Infections, and Community-Acquired Poncumonia, the microbiological response in Urinary Tract Infections, and
the combined clinical and microbiological response in Intra-abdominal Infections.

F The primary efficacy population used was the clinically evaluable Population in Skin and Skin Structure Infections
Pelvic Infections, and Community-Acquired Pneumonia, and the microbiologically evaluable population in
Urinary Tract Infections and Intra-abdominal Infections.

5 Other includes Latin American, Asian, Philippina, Indian, Spanish, Polynesian, Mexican,

Mulatto, Spanish American, Colored, Ammenian, Maori, Mixed, Hispanic/White, Affrican, and
not specified.
N = Total number of patients in the treatment group.
/m = Number of patients with favorable Tesponse in category/number of patients in category. _

'(Compiled from Applicant's Tables D-46, D-47, and D-48, Volume | of 22)

With the exception of nausea and vomiting, which occurred more frequently in females,
the incidence of clinical and laboratory adverse experiences were similar in males and
- females.

The overall patterns of clinjcal adverse experiences and laboratory adverse experiences

. were generally similar for patients >65 years and <65 years. As might be expected in an
older population that has a greater number of co-morbid conditions and a higher
frequency of concommitant medication use, the frequencies of adverse experiences were
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often increased.” However, the increased frequencies of specific adverse events appeared
to be balanced across the ertapenem 1 gm and combined comparator groups, signifying
that no signal was present in the data base to suggest that ertapenem specific drug toxicity
was increased in patients =65 years old.

The incidence of clinical adverse experiences were similar across racial groups for the
crtapenem 1 gm and comparator groups. The majority of laboratory adverse experiences
were also similar across groups with the exception of a slightly higher incidence of AST
>5x ULN in “Hispanic” patients and ANC <1000 cells/uL in “Other” patients in the
ertapenem 1 gm group. However, within the Applicant’s “Other” group, it did not appear
that one specific race was at increased risk of ANC <1000 celis/ul.

The Applicant submitted plans for a Pediatric Development Program and a prompt for a
Written Request for Pediatric Studies. In response, the Agency issued a Written Request
for Pediatric Studies (WR) to the Applicant in May, 2000. The WR requested that the
Applicant perform a total of five studies in pediatric patients aged 3 months through 17

displ iliruhi T erus. Therefore the

requirement to study pediatric patients <3 months old has been waived. The five studies
requested in the WR included: '

Study 1:  An open-label, intravenous study to evaluate the plasma concentration profiles of MK-0826 in
pediatric patients ..

Study 2:  An open-label, multicenter study to evaluate the cerebrospinal fluid concentration profile of
MK-0826 after intravenous administration in pediatric patients with meningitis

Study 3: A prospective, multicenter, randomized, comparative study to evaluate the safety, local
tolerability and clinical outcome of MK-0826 versus comparator (to be named) in pediatric
patients with hospital acquired pneumonia, intra-abdominal infection, or acute pelvic infection

Study 4: A prospective, multicenter, double-blind, randomized, comparative study to evaluate the safety,
local tolerability and clinical outcome of MK-0826 versus cefiriaxone sodium in pediatric
patients with comrmunity acquired pneumonia, complicated urinary tract infection, or skin
infection

“Study5: A prospective, multicenter, randomized, comparative study to evaluate the safety, local
tolerability and efficacy of MK-0826 versus comparator (to be named) in pediatric patients for
the treatment of acute bacterial meningitis

- The Applicant has recently completed Study 1. Protocols for studies 2, 3, and 4 have
been submitted to the FDA for review and these studies are currently ongoing or expected
to begin enrollment shortly. Per the WR, reports of the above studies must be submitted
to the Agency on or before November 30, 2004.

n irmpe
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were generally similar for patients with normal renal function (260 mI /mjn/] .73 m?) and
patients with decreased renal function (<60 mL/min/1.73 m?); however, as might be
expected in a population with impaired renal function with a greater number of co-
morbidities and concommitant medications the frequencies were often increased. The
increased frequencies of specific adverse events appeared to be balanced across the
ertapenem 1 gm and combined comparator groups. Therefore, it is unlikely that
ertapenem specific drug toxicity was increased in patients with creatinine clearance <60
mL/min/1.73 m?.

ti ai

The Applicant has not conducted any Phase I studies in subjects with hepatic impairment;
however, based on Phase I study data provided, it is expected that hepatic clearance
accounts for <10% of the total clearance of ertapenem. At the Medical Officer’s request
the Applicant performed an analysis of adverse experiences by degree of hepatic
‘impairment (Child-Pugh class) for patients enrolled in the Phase T and III studies. These
analyses were submitted on October 1, 2001. The overall patterns of clinical adverse
experiences and laboratory adverse experiences were generally similar for patients with
hepatic impairment; however, as might be expected in a population of patients with

he = and concommitant

Use in Pge@agcg

No clinical studies regarding use of ertapenem in pregnancy have been performed. For
de i

tails of pregnancy outcome in the One pregnant patient that received ertapenem in the
Applicant’s clinical development program Please see section 7.2.11.6 of this review.

APPEARS THIS WAY
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X. Conclusions and Recommendations
Provided a label can be agreed upon between representatives of Merck and ODE 1V, the
Medical Officer recommends that an approval be granted for ertapenem for the
indications of: complicated intra-abdominal infections, skin and skin structure infections,
community acquired pncumonia, complicated urinary tract infections including
pyelonephritis, and acute pelvic infections including postpartum endomyometritis, septic
abortion and post surgical gynecologic infections.

Based on the available efficacy and safety data, the benefit of ertapenem as a therapeutic
antimicrobial for the above indications outweighs the risks of administration. In the
Applicant's clinical studies, the overall toxicity profile of ertapenem was similar to that of
the B-lactarn antimicrobials (piperacillin/tazobactam and ceftriaxone) to which it was
compared with one notable exception. A higher percentage of deaths occurred in the
ertapenem 1 gm group than in the comparator group in the complicated intra-abdominal
study. Although, this finding is potentially explainable by a greater severity of illness in
the ertapenem group, until more data are available the "Adverse Reactions" section of the
label should reflect this important finding. In addition, the Medical Officer recommends
that the Applicant perform, as a Phase IV commitment, a double-blind, randomized,
statistically adequate study that assesses the death rate at the end of parenteral therapy
and at 28 1 + f s -abdominal mfections,

While carbapenems have not historically been associated with intracardiac conduction
delays, the Applicant has not provided the final results of their recently completed Phase
I'study (P035) that addresses this issue in subjects receiving crtapenem. Therefore the
Medical Officer recommends that submission of the final study report for P35 be

required as an additional Phase [V commitment,
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IX. Appendices
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Appendix 1
Protocol 017
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Protocol 017
Patient Accounting
(Randomized Population)
MK.-0826 MK-0826 Piperacillin/
lg 15¢ Tazobactam Total
ENTERED 323 14 328 665
Male (age range) 1937w 87) | 11201079 | 206(17to 87) | 410(1710 87)
Female (age range) 130(12 0 92) 3480 72) | 122(18 10 92) 255 (18 to 92)
-COMPLETED THERAPY 264 9 271 34
DISCONTINUED THERAPY 59 5 57 121
Clinical adverse experience 17 0 18 35
Laboratory adverse experience 1 0 2 3
Lost to follow-up ' 0 0 0 0
Deviation from protocol 6 0 g 14
Withdrew from study 3 1 1 5
Inclusion‘exclusion criteria not met 9 0 s 14
Clinical/microbiologic failure 12 2 19 33
Patient withdrew consent 4 1 4 9
Clinical trial tarminated 1 0 0 1
Pathogen resistant 3 0 0 3
Death 2 1 0 3
—Losionalrecsons T 0 0 1
COMPLETED STUDY 256 10 248 514
DISCONTINUED STUDY 67 4 80 151
Clinical adverse experience 17 0 23 40
Laberartory adverse experience 1 0 1 2
Lost to follow-up 15 0 11 2
Deviation from protoco! 3 )] 7 10
Withdrew from study | 1 1 3
Inclusion/exclusion criteria not met 7 0 3 10
Clinical/microbioclogic failure 13 1 30 44
Patient withdrew consent 4 1 4 9
Pathogen resistant 1 0 0 1
Death 4 1 0 5
Personal reasons i 0 0 1

‘ (A_pplicant's Table 9, Volume 13 of 22, page 80)
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Patient Accounting
(Microbiologically Fvaluable Population)
MK-082¢ MK-0826 Piperacillin/
1 o 1.5p Tazobactam Total
ENTERED: 203 7 207 417
Male {age range) 133{171087) 4 (2010 73} 137 (17 10 85) 274 (1710 87)
Female (age range) 70 (18 to §9) 3810 72) 70.(18 to 89) 143 (18 10 89)
COMPLETED THERAPY 150 7 190 387
DISCONTINUED THERAPY 13 0 17 io
Clinical adverse experience 7 K 6 13
Laboratory adverse experience 0 0 1 1
Lost to follow-up 0 0 0 0
Deviation from protocol 1] 1] )] 0
Clinical/microbiologic failure 5 )] 10 15
Patient withdrew consent 1 0 o 1
COMPLETED STUDY 192 7 183 iz
DISCONTINUED STUDY It 0 24 35
Clinical adverse experience 8 ) 4 12
Laboratory adverse experience 0 0 1 1
Lost to follow-up 0 0 0 0
Deviation from protocol 0 0 0 0
Clinical/microbiologic failure 2 0 19 2
Patient withdrew consent ] 0 0 1

(Applicant's Table 10, Volume 13 of 23, page &1)
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Appendix 3
Protocol 017
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(Applicant's Figure 1, Volume 13 of 22, page 90)
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Appendix 4
Protocol 017

Summary of Patients For Whom Evaluabilty and/or Outcome Changes
Were Made By the Medical Officer
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evaluability (e) and/or

Discrepancy in
outcome (0)

Applic Clin MITT

4

MO Clin MITT

Applic Micro MITT

MO Micro MITT

Applic Clin Eval

MO Clin Eval

Applfc Micro Eval

MO Micro Eval

Applic Clin Outcome

MO Clin Outcome

Applic Micro Qutcome

MO Micro Outecome

Applic Comb Outcome

MO Comb Qutcome

MO Comment

MK-0826 1

] 0180

<5

!

<

<

nrt

-

!

!

Patient was discontinued from study drug for both confusion and
wound infection, which occurred concurrently, and received additional
non-study antibiotic therapy. Therefore the MO considered the patient
to have an outcome of failure,

0 0196

Patient received 29 days of study drug therapy and an additional day of
non-study antibiotic therapy. Since the patient required more than
120% duration of study therapy and additional antimicrobial the MO
considered the patient outcome to be failure,

o (0248

_mEQ n:_E_dnE:cHno:S_.: vm:ﬂcma:mcmnnv:zo“o study antibiotics.
Patient readmitted with UGI bleed and fever, no source documented
and treated with empiric antibiotics. Therefore MO considered patient
evaluable with failure outcome (potential bleed due to infection
erroding at original surgical site).

€,0 0250

Although TOC visit was several days out of window the CRF form for
visit noted that the patient had received a non-study antibiotic for a
wound infection the prior week, which would have occurred within

:aoi..__,rn_.w_.owwz..ngOno:mEnaﬁ_ Hrmvmnmm=~m<m~cmv_os_..__
—..Mchn outcome.

e 0285

—um:na considered unevaluable by Applicant due to baseline
ntercurrent medical event. MO did not appreciate any such event in
he CRF. Therefore the MO considered the patient evaluable,

e,0 0287

Patient received non-study antibiotic prior to FU for treatment of UTI,
[ herefore the MO considered patient unevaluable with indeterminaie

dutcome.
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Discrepancy in

evaluability (e) and/or

outcome (o)

/

Applic Clin Qutcome

MO Clin Outcome

Outcome

icro

M

1C

Appl

MO Micro Qutcome

Applic Comb Qutcome

MO Comb Qutcome

MO Comment

o

0418

| Applic Clin MITT

~<| MO Clin MITT

<[ Applic Micro MITT

<! MO Micro MITT

<| Applic Clin Eval

| MO Clin Eval

<| Applic Micro Eval

~| MO Micro Eval

-—

=]

[

=

[—

)

Patient was treated for wound infection for 2-3 days with nonstudy
antibiotic by private MD. Investigator did not see patient until 6 days
later and felt patient had not needed antibiotic. MO did not feel private
MDs opinion could be i gnored and considered outcome to be failure,

e,0

0475

Patient received course of non-study antibiotic for H. pylori
prophylaxis prior to FU. Therefore MO considered patient clinically
unevaluable (culture > negative} with indeterminate outcome.

e,0

0517

Patient developed a superficial wound infection 4-5 days prior to
discontinuing study drug (hat was being managed only with dressing
changes, then developed pneumonia and was taken off study and
placed on non-study antibiotics to {reat pneumonia. Therefore MO

considered patient unevaluable with indeterminate outcome.,

0606

Patient was given course of non-study antibiotics concurrently with
study drug. Therefore MO considered outcome as indeterminate,

€,0

0641

Patient given oral non-study antibiotic at the end of 1V study drug with
Ro reason stated in discharge summary. Therefore MO considered it to

cnm?nnmo_.no,::::oa Eqm-m_unoa_m:m_ coverage and considered the
atient evaluable with failed outcome,

2,0

0719

atient given non-study antibiotics as UTI prophylaxis and treatment
rior to FU, Therefore MO considered unevaluable with indeterminate
ulcome,

0925

alient given non-study antibiotic for treatment of UT] prior to FU.
herefore MO considered patient unevaluable with j ndeterminate
utcome.

€,0

0961

atient given non-study antibiotic for treatment of foor cellulitis prior
o FU. Therefore MO considered patienl unevaluable with

determinate outcome.
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Discrepancy in

evaluability (e) and/or

outcome (o)

Vs

Outcome

ic Clin

Appl

MO Clin Outcome

Outcome

icro

M

1C

Appl

MO Micro Qutcome

- Applic Comb Qutcome

MO Comb Qutcome

MO Comment

o
[=

0965

<[ Applic Clin MITT

~<| MO Clin MITT -

~| Applic Micro MITT

~<| MO Micro MITT

~<| Applic Clin Eval

Z| MO Clin Eval

= Apph;c Micro Eval

Z| MO Micro Eval

—

—

—_—

—

[

—

Patient given non-study antibiotic for treatment of UT] prior to FU.
Therefore MO considered patient unevaluable with indeterminate
outcome.

1660

4

-4

—

Patient had PID. Therefore MO did not considered patient met
minimal disease definition to be included in MITT population,

5100

Patient received non-study antibiotic for (reatment of UTI. Therefore
MO considered patient to have indeterminate outcome.

5365

Patient received tobramycin while on study therapy and additional ora]
antibiotics as follow-up to study therapy. MO considered patient
unevaluable prior to oral therapy due to concomitant Tobramycin with
study therapy.

€,0

5418

Patient received oral flagyl to treat C.dificile during course of study
therapy. Therefore MO considered patient unevaluable with
indeterminate outcome,

0

5428

Patient received multiple other non-study antibiotics for treatment of
sinus infection and sepsis prior to FU. Therefore MO considered
atient unevaluable with indeterminate outcome.

€,0

5433

Patient received non-study antibiotics for the treatment of pneumonia
prior to FU. Therefore the MO considered patient unevaluable with
Indeterminate outcome,

€,0

5456

Patient discharged to NH on 1V study drug and then readmitted to
nospital for N/V and dehydration at which point they received one

ose of ceftriaxone and the investigator took patient off study due to
lternate antibiotic being given. Therefore MO considered patient
nevaluable with indeterminate outcome.
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Discrepancy

evaluability (e) and/or

outcome (o)

Applic Clin Outcome

MO Clin Outcome

Applic Micro Outcome

MO Micro Outcome

Applic Com_b Outcome

MO Comb Outcome

MO Comment

o
=]

5505

<( Applic Clin MITT

~| MO Clin MITT

<| Applic Jicro MITT

| MO Micro MITT

<| Apriic Clin Eval

Z! MO Clin Eval

~< Appli-c Micro Eval

Z| MO Micro Eval

—

—_—

—

Patient given course of flagyl for C.dificile spanning IV study drug and
FU period. Therefore MO considered patient unevaluable with
indeterminate outcome.

5528

Patienl was given non-study antibiotic for wound infection by family

MD, which surgeon stopped several days latter. MO felt could not
exclude true infection since surgeon did not see patient for several
days. Therefore MO considered patient to be failure

€,0

5561

Patient improved on study therapy, but sent home on oral antibiotics
for continued intra-abdominal infection coverzpe. Therefore MO
considered the patient evaluable with failure outcome,

e,0

5566

Patient improved on study therapy, but sent home on oral antibiotic for
continued treatment of intra-abdominal infection. Therefore MO
considered patient evaluable with failure outcome.

e,0

5715

Patient received non-study antibiotics for possible in fected knee prior
ﬂo FU. Therefore MO considered the patient unevaluable with
ndeterminate outcome,

€,0

5799

Patient removed from study and treated with alternative non-study
intibiotics when found to have empyema. Therefore MO considered
batient unevaluable with indeterminate outcome.

€,0

5881

Patient given non study antibiotic (flagyl) for treatment of diarrhea
prior (o FU. Therefore MO considered patient unevaluable with
ndeterminate outcome.

5988

Patient received non-study antibiotic during IV study period (3d flagyl)
or diarrhea. Therefore MO considered patient unevaijuable with
ihdeterminate outcome,
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evaluability (e) and/or

Discrepancy in
outcome (o)

MO Clin MITT

Applic Micro MITT

MO Micro MITT

Applic Clin Eval

MO Clin Eval

Applic Micro Eval

' MO Micro Eval

Applic Clin Outcome

MO Clin Outcome

Applic Micro Outcome

MO Micro Outcome

Applic Comb Outcome

MO Comb Qutcome

MO Comment

MK-0826 1.5

e,0 T::

=13 | Applic Clin MITT

-

-t

e

-t

z

et

z

—

-—

—

—_—

Patient received alternate antibiotic therapy for a line infection prior fo
FU. Therefore MO considered patient unevaluable with indeterminate
outcome,

€ 5167

-

Applicant considered unevaluable due to baseline micro exclusion,
Patient had Enterococcus spp., B. buccae, Lactobacillus spp. and C,
albicans on entry peritoneal fluid culture. Since anaerobes generally
would be expected to be sensitive, the MO considered patient
evaluable,

Piperacillin/tazobactam

€,0 4 0140

Y

Y

Y

Patient was discontinued from study therapy due to acute renal failure
and continued on alternate antimicrobial therapy. Since not
discontinued due to failure, MO considered patient unevaluable with
indeterminate outcome.

e,0 0172

Patient given additional oral antibiotic after study drug for "phlegmon _
prophylaxis”. Therefore MO considered patient evaluable with failure
putcome.

e,0 0181

Patient was treated with non-study antibiotics prior to FU visit,
[Fherefore the MO considered the patient unevaluable with
ndeterminate outcome.

o 0695

Patient was discontinued from study after 24 hours of therapy due to
gcpsis and acute renal faiture requiring dialysis and placed on alternate
Intimicrobials. Since patient had not received 48 hours of therapy, the
MO considered outcome as indeterminate,
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€,0 093 | Y YIY]Y INTY [Ny 1 0 1 0 1 0 | Patient received 4 days study therapy and then was discharged on two
non-study oral antibiotics for prophylaxis against recurrence of intra-
abdominal infection. Therefore MO considered patient evaluable with
failure as outcome.
e,0 1268 1 Y Y IYI!Y |Y [NTY IN 1 I ] I t I Patient given non-study antibiotic for treatment of dental infection
prior to FU. Therefore MO considered patient unevaluable with
: indeterminate outcome.
£,0 5045 | v Y Y [Y{Yy IN Y N |1 I ! I ] { Patient was given another patients antibiotic on the last day of study
) and can not determine how many doses of non-study antibiotic the
gm patient received. The MO therefore considered the patient unevaluable
cohont . . .
with an indeterminate outcome,
€,0 5053 | v Y'Y [Y[Y [N[Y [N i [ l ! 1 I Patient developed pneumonia and was treated with alternate antibiotics
1.5 before FU visit. Therefore MO considered unevaluable with
am " indeterminate outcome.
cohort
e 5109 | v YIY Y ]y N |¥ N {0 |o [o To To o [Patient initially had a CT guided aspiration/drainage procedure, but
i.5 had to have subsequent surgery due to failure of the injtial procedure,
. ﬂwﬂ_ﬁ MO considered initial procedure inadequate therapy so MO considered
atient unevaluable.
e 5250 | v Y |IY |Y (YN TY IN 0 [0 (o Jo Jo [0 Patient readmitted prior to FU with fever and sepsis and found to have
1.5 etained common bile duct stone. Therefore MO considered inigial
nom:_”: puIgery to be inadequate and patient to be unevaluable.
€,0 5333 | Y Y [N[N]Y N TN IN 1 I Patient developed pneumonia and was treated with non-study
ntibiotics prior to FU. Therefore the MO considered patient
snevaluable with indeterminate outcome,
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Discrepancy in

evaluability (e) and/or

outcome (o)

MO Clin Qutcome

MO Microe Qutcome

Applic Comb Outcome

MO Comb Qutcome

MO Comment

[~}

5342

| Applic Clin MITT

~| MO Clin MITT

~ Applic Micro MITT

~<| MO Micro MITT

z Applic Clin Eval

Z| MO Clin Eval

z Applic Micro Eval

Z| MO Micro Eval

~| Applic Clin QOutcome

—

| Applic Micro Outcome

—

-—

—

Patient received non-study antibiotics prior to FU for treatment of UTI,
Therefore MO considered patient to have indeterminate outcome,

€,0

5408

z

—_—

.

—_—

Patient got additional antibiotics for "post-graft” prophylaxis (>24
hours) prior to FU. Therefore MO considered patient unevaluable with
indeterminate outcome,

€,0

5415

Patient was readmitted with SBO requiring additional surgery, but

infection was not present at re-operation according to operative report,

Patient got 6 days peri-op "prophylaxis" (ancef) and additional non-
tudy antibiotic to treat UTI prior to FU. Therefore MO considered
atient unevaluable with indeterminate outcome.

€,0

5422

atient did not meet criteria for complicated appendicitis. Patient
eceived 2 courses of non-study antibiotics for strep throat and
houlder infection prior to FU, Therefore MO considered patient to
ave indeterminate outcome,

5520

Patient readmitted with SBO and got 2 days non-study antibiotics that
nvestigator says were given in error not due to infection. Therefore
MO considered patients unevaluable wi th indeterminate outcome.

€,0

5536

Patient received multiple non-study antibiotics for treatment of
neumonia prior to FU. Therefore MO considered patient unevaluable
H:: indeterminate oulcome,

€,0

3560

atient was given non-study oral antibiotic following study drug for
ontinued therapy of intra-abdominal infection. Therefore MO
onsidered patient evaluable with failure outcome.

e,0

5564

==

atient improved on study therapy, but sent home on oral antibiotics,
herefore MO considered patient evaluable with failure outcome.

Jml.
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€,0 5719 | Y Y IY Y [Y[NTY [N I I 1 J1 B Patient received non-study antibiotic for treatment of pnesmonia v:dj
to FU. Therefore MO considers patient unevaluable with indeterminate
ouicome,

e 5760 | Y Y|IY |Y]|]Y [NTY |IN ¢ (0 [0 o Jo To Patient failed afier initial procedure of percutaneous drainage,
therefore MO considered injtial procedure inadequate and patient
unevaluable,

€,0 5806 | Y Y (Y IY [Y]NTY [N [] ! 1 I l I Patient developed SBO (not thought to be in fected), but received 3
days of assorted non-study antibiotics prior (o FU. Therefore MO
considered patient unevaluable with indeterminate outcome.

0 5975 1Y Y IY (Y [N]|N I[N [N 0 ]I 0 11 0 ]I Patient thought tc have persistent infection and treated with :o:-me&\}_
antibiotics but autopsy attributed death to PE and no mention of
faamw_on. infection. MO considered outcome indeterminate based on

data provided in CRF. L

e=evaluability change

o=outcome change

Y=evaluable

N=unevaluable

!=favorable outcome/cure

O=unfavorable cutcome/failure

I=indeterminate outcome

Blank cell=no data available (considered indeterminate in analyses)
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Appendix 5
Protocol 017
Patient Accounting of Evaluability
(Randomized Population)
MK-0826 MK-0826 Piperacillin/
Ieg 15g Tazobactam
{(N=323) (N=14) (N=328)
Reasons Not Evaluable n (%) n (%a) n {%a)
Clinical Protocol Evaluable Population
Clinical protocol evaluable 231 (71.5) 9 (64.3) 240 {73.)
Clinical protocol nonevaluable 92 (28.9) 3 57 BR (26.8)
Discase definition nor met B {2.5) 0 (0.0) 10 3.0
Test-of-cure window violation 24 7.4 0 (0.0) 26 (7.9)
Inadequate/imppropriate study therapy n 9.9) 1 7.1) 23 (7.0}
Prior antibiotics violation 6 (1.9 1 (7.1) 7 2.1)
Concomitant antibiotics violation 13 4.0) 1 an 13 (4.9
Baseline/intercurrent madical evenrs 12 @a.n 0 (0.0) 9 2.7
Baseline microbiology-resistant pathogen 6 (1.9) 1 (7.1) 7 2.1)
Other 0 {0.0) 1 (7.1 2 {0.6)
Inadequate surgical source control 9 (2.8) 0 (0.0) 13 (4.0)
Microbiologic, Protocol Evaluable Population
Microbiologic protocol evaluable 203 (62.8) 7 (50.0) 207 (63.1)
Microbiologic protocol nonevaluable 120 0372) 7 (50.0) 121 (36.9)
Not clinically evaluable 92 (28.5) 5 (357 38 (26.8)
Baseline microbial i o 4 iy & o T 0.3)
Baseline microbiology-no pathogen isolated 47 (14.6) 3 (21.4) 33 (16.2)
Clinical MITT Population
Clinical MITT evaluable 3t (96.3) 14 (100) 321 97.9)
Clinical MITT nonevaluable 12 3.7 0 (0.0) 7 (2.1
Patient did not receive at Least 1 dose of stydy 7 (2.2 0 (0.0) 3 (0.9)
therapy '
Minima) disease definition not met 3 {0.9) 0 (0.0) 3 (0.9)
Phammacy dispensing errors preclude cvaluability 2 (0.6) 0 (0.0) ) (0.3)
Microbiologic MITT Population X
Microbiologic MITT evaluabke 256 (79.3) 8 (57.1) 259 (79.0)
Microbiologic MITT nonevaluable 67 (20.7) ) (42.9) 69 (21.0)
Not clinically MITT evaluable 12 3.7 0 (0.0) 7 (2.0
Baseline microbialogy nor perfarmed/inadequare 4 (12) 0. (0.0) ] {0.3)
Baseline microbiology-no pathogen isolated 47 (14.6) 3 (21.4) 53 (162)
Follow-up microbiology madequate 8 (2.5) 3 (21.4) 11 {3.4)
This uble coatains counts of patient evahubility. Thercfore, although a patieat may have ane or more reasons for being
nonevaluable, the patieat was coamted only once in the non-cvaluable category.
L MITT = Modified imtent-to-trest a roach.

(Applicant’s Table 13, Volume 13 of 22, page 92)

APPEARS THIS WAY
ON ORIGINAL
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Appendix 6
Protocol 017 .
Number of Patients Entered by Investigator and Treatment Group
According to the Applicant
(Randomized Population)

Study MK-0826 1gm MK-0826 1.5 gm Piperacillin/
Number Investigator Location (N=14) Tazobactam
| (N=328)

Enroll % Eval| Enroll  Eval % Eval] Eroll Eval % Eval

001 Simms, H. Hank Providence, RI 5 1 20% 0 0 - 1 20%
002 Wilson, Eric Orange, CA 5 3 60% 0 0 - 3 75%
003 Solomkin, Joseph S, Cincinnati, OH 3 1 33% 0 0 - 0 -
004 Hassett, James M. Buffalo, NY 14 9 64% 0 0 - 11 79%
005 L ucasti, Christopher Somers Point, NJ 14 8 57% 4 3 75% 14 61%
006 Gilbert, David N. Portland, OR 2 2 100% 0 0 - 2 1 50%
007 Yellin, Albert E. Los Angeles, CA 26 12 46% 0 0 - 24 15 63%
008 Postier, Russell Oklahoma City, OK 7 2 29% 0 0 - 9 7 78%
009 Harrison, Paul B. Wichita, KA 3 3 100% 0 0 - 1 0 -
010 Bankey, Paul Worcester, MA 1 0 - 1 0 - 1 0 -
011 Fulda, James Gerard Newark, DE 5 1 20% i 1 100% 6 3 50%
012 Klein, Stanley Torrance, CA 15 9 60% 0 0 - 16 9 56%
013 Wittmann, Dietmar H_ (West Milwaukee, W1 2 0 - 1 0 - ] 1 100%,
014 Diebel, Larry Detroit, M| 4 0 - 0 0 - 4 1 25%
015 Bennion, Robert C. Sylmar, CA 2 2 100% 0 0 - 2 1 50%
016 Metzler, Michael H. Columbia, MI 5 4 80% 0 0 - 4 2 50%
017 Mangiante, Eugene Memphis, TN 2 2 100% 1 0 - 3 1 33%
019 Fry, Donald E. Albuquerque, NM 8 4 50% 0 0 - 7 4 57%
022 Barie, Philip New York, NY 2 1 50% 0 0 - 3 2 67%
023 Bauwens, Eric J. Phoenix. AR 2 J T % 0% L3 10 71%

s essick, William Charlotte, NC 0 0 - 0 0 - 1 1 100%

Joseph/Miles,
Scherer William

027 Christou, Nicholas V. Kanada 14 8 0 0 - 14 5 36%
029 otstein, Ori D, Canada 5 3 60% 0 0 - 5 4 80%
030 w, Daniel Pablo Switzerland 6 2 33% 0 0 - 3 2 67%
031 Lange, Jochen Switzerland 4 4 100% 0 0 - 6 5 83%
032 Ocampo Gonzalez, Saul Mexico 6 5 83% 0 0 - 5 3 60%
033 Velasquez Burgos, Juan [Colombia 5 3 60% 0 0 - 5 3 60%
034 Letelier, Luz Maria Chile 9 5 56% 0 0 - 11 7 64%
035 Buechler, Markus W.  Bwitzarland 4 2 50% 0 0 - 3 3 100%
037 Jasovich, Abel JArgentina 4 1 25% 0 0 - 5 4 80%
038 Barboza, E. Peru 11 0 91% 0 0 - 9 8 89%
039 Betancure Martinez, ] [Columbig 2 100% 0 0 - 3 0 -
040 ibas Filho, Jurandir Brazil 22. 82% 0 0 - 22 17 77%
041 unstedt, B. Germany 2 100% 0 0 - 1 1 100%
043 Stratchounski, Leonid ussia 9 78% 0 0 - 9 6 -
044 Vainrub, Bernardo enuzyela 1 100% 0 0 - 0 0 -
045 Ozier, Yves rance 3 67% 0 0 - 2 | 50%
D46 Poisson, Michel anada 4 75% 0 0 - 3 2 67%
047 Bohnen, Jahn M.A. anada 0 - 0 0 - 1 1 100%
048 Aoun, Michae] rance 1 - 0 0 - 1 1 100%
049 Donini, Ippolito taly 3 33% [1] 0 - 1 0 -
050 Balvestrini, Frances taly 2 - 0 0 - 3 0 -
051 Trignano, Mario taly 2 50% 0 0 - 3 2 67%
052 Du Toit, Roelof Step outh Africa 4 - 0 0 - 2 1 50%
053 Warren, Brian Leigh outh Africa 20 15% 0 0 - 2] 15 71%
054 Brown, Jacqueline - South Africa 5 40% 0 0 - 5 1 20%
055 JAlcaraz Lorente, Pat Spain 1 100% 0 0 - 0 0 -
D56 Balibrea, Jose Luis Spain 0 - 0 0 - 1 0 -
058 Gonzalez, Javier Spain 2 100% 0 0 - 2 2 100%
059 Tellado, Jose Maria Spain 13 7% 0 0 - 13 7 549,
060 Femandez, Alvaro Guatetnala 26 100% 0 0 - 24 20 83&]
(Modified Applicant’s Tables 11 and 12, Volume 13 of 86-89)
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Appendix 7
Protocol 017

Applicant’s Per Protocol Efficacy Analyses

Proportion of Patients With Favorable Clinical and Microbiological Response

Appendices

Assessments—
Microb.iologica]ly Evaluable Population
(Estimated)
Treatment Group
MK-0826 1g (A) Piperacillin/Tazobactam (B)
(N=203) (N=193) Estimated' Difference
Time Estimated’ Response Estimated’ Response (A-B)
Point | n % (95% CI) h % (95% CI) % (95% CI)
DCIV 1203 [ 92.1 (887,95.5) | 193 | 88.0 (83.7,92.3) 4.1 (-22, 10.4)
EFU 202 | 89.1 (85.2,93.0) | 191 82.1  (76.9,87.2) 7.0 (-0.3, 144)
TOC 203 | 86,7 (82.3,91.1) 193 81.2 (76.0, 86.5) 55 (-2.2, 13

T Computed from  statistical model adjusting for strata.
N = Number of microbiologically evaluable patients in each treatment group.

the analysis.
CI = Confidence interval,
DCIV=Dj i L

n = Number of microbiologically evaluable patients with assessments at the time point included in

EFU = Early follow-up,
TOC = Test of cure.

(Agplic;nt’s Table 3-2,—\’;)1‘111:[‘]6 13 6?122, page 1 44)

Proportion of Patients With Favorable Clinical and Microbiologic Response Assessments

At Test of Cure
Displayed by Site of Infection Stratum—
Microbiologically Evaluable Population

(Observed Data)
: Treatment Group
MK-0826 1 g (A) Piperacillin/Tazobactam (B) Observed
(N=203) (N=193) Difference
Observed' Response Observed' Response (A-B)
Site of Infection n/m % (93% CI) n'm Y {95% CI) %
Complicated Appendicitis® | 85/94 | 904 (344, 96.4 )| 8291 | 901 (839 963) 03
All Other Diagnoses 91109 | 835 (76.5. 90.5) 75/102 735 (64.9,82.1) 100
Overall 176/203 | 86.7 (82.0, 91.4) | 1577193 £1.3 (75.8, 86.9) 54

! Computed from a statistical model pooling across APACHE Ii score strata,
! Without generalized peritonitis.

N = Number of microbiologically evaluable patients in each treatment group.

n/m = Number of patients with favorable assessment/number of patients with assessment.
CI = Confidence interval.

(Applicant’s Table 33, Volume 13 of 22, page 146)
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Proportion of Patients With Favorable C linical and Microbiolo
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At Test of Cure
Displayed by APACHE 1T Score Stratum—
Microbiologically Evaluable Population

Appendices

gic Response Assessments

(Observed Data)
Treatment Group
MK-0826 1 g (A) Piperacillin/Tazobactam (B) Observed
(N=203) (N=193) __| Difference
APACHE Observed' Response Difference | Observed® Response (A-B)
I Score nm % (95% CI) n/m Ya (95% CI) %
<15 169/192 88.0 (83.4,92.6) 147/181 81.2 (75.5,86.9) 6.8
>15 /48 63.6 (33.8,93.5) 10/12 833 (613, 100) -19.7
Overall 176/203 86.7 (82.0,91.4) 157/193 81.3 (75.8, 86.9) 54
! Computed from a statistical model pooling across diagnoses strata.
N = Number of microbiologically evaluable patients in each treatment group.
w/m = Number of patients with favorable assessment/number of patients with assessment.
Cl = Confidence interval.
(Applicant’s Table 34, Volume 13 of 22, page 147)
Proportion of Patients With Favorable Clinical and Micrabiologic R ; ally
mwmm&ﬁww
Microbiologically Evaluable Population
(Observed Data)
Treatrment G
MK-0826 | g(A) Pipencillinazohact:mIB) Obzarved
(¥=203) (N=193) Differences
Observed” R, Obxerved’ Response (A-B)
Stmtum wm % (5% Ch a'm % (35%Ch %
Complicatcd Appendicitis’, APACHE 11 score S1% 83/92 90.2(84.1, 96.3) 7988 89.8 (83 4, 96.1) 04
Complicated Appendicifis®, APACHE M score 15 22 100 - 33 100 - 090
Al Onher Diagnoses, APACHE If swcore <)% %6/100 RE.Q(792, 91.9) 6893 71640, 82.n 129
All Other Diagnoses, APACHE 11 score =[5 39 35¢ 7% 718 2
Overall 176:203 86.7 (820, 91.4) 157193 81.3(75.8.860) 54
_For gvenrall, comparted from 2 suGstical model poling across suata.
* Withow generalized peritonitis.
N = Number of microbiologs ally evahuable patieos in each Eroup.
wm = Number of patients with Iavorable ‘numbct of pati with

€1 = Canfidence irterval.
S CETICE ViteTVE

(Applicant’s Table 35, Volume 13 of 22, page 148)

APPEARS THIS WAY

ON ORIGINAL
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Proportion of Patients With Favorable Clinical and Microbiologic Response Assessments

at Test of Cure -

Displayed by Primary Site of Infection—
Microbiologically Evaluable Population

(Observed Data)
MK-0826 1g Piperaciilin Tazobactam
=203) (N=193)

Primary Site of Infection' 1/m (%) n/m (%)
Stomach/Duodenum 910 (%0.0) 79 (771.8)
Biliary-Cholecystitis 12113 (92.3) 9/9 (100)
Biliary-Cholangitis - 011 (0.0)
Small Bowel 11412 (91.7) 79 (71.8)
Appendix 1117125 (88.8) 102/113 (90.3)
Colon 24/32  (75.0) 23/34 (67.6)
Parenchymal (liver) o1 (0.0) 12 (50.0)
Parenchymal (spleen) - 0/1 (0.0)
Pelvic Inflammatory Disease /1 (100) -
Other 8/9  (88.9) 8/15 (53.3)
TOuly 1 site indicated per patient,
N = Number of microbiologically evaluable patients in each treatment group.
n/m = Number of patients with favorable assessment/number of patients with assessment.
- = No observation,

(Applicant’s Table 36, Volume 13 of 22, page 150)

APPEARS THis WAy
ON CRIGINAL

APPEARS THIS WAY
o ON ORIGINAL
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Proportion of Patients With Favorable Clinical and
Microbiologic Response Assessments at Test of Cure
Displayed by Gender, Age Category, and Raco—
Microbiologically Evaluable Population
(Observed Data)
Treatment Group
MK-0826 1 g (A) Piperacillin/Tazobactam (B) Observed
(N=203) (N=193) Difference
Observed' Response Observed’ Response (A-B)
n’m % (95% CI) n/m % (95% CI) %
Gender
Female 60/70 857 (77.5,94.0) 48/62 774 (66.9, 87.9) 8.3
Male 116/133 | 872 (81.5,92.9) 109/1311 832 (76.8, 89.6) 4.0
| Age Category
<65 1347170 | 906  (852,94.5) | 129/162] 708 (72.6, 85.5) 1.0
265 22/33 66.7 (482, 82.0) 28731 203 (74.2,98.0) -23.7
<75 167/188 | 888  (83.4,93.0) | 1461182 g0 (73.7,85.7) 8.6
75 915 60.0  (323,83.7) 1/11 | 100 (71.5, 100) -40.0
Race
African 11 106 T B -
Armenian 111|100 - - - .
Asian 213 66.7 . 24 50.0 . 16.7
Black 35 100 - 4/6 66.7 - 333
Caucasian 90/107 | 84.1 (75.8,90.5) g1/100] g1.0 (71.9,882) 31
'| Colored 11 100 - /1 100 - 0.0
Hispanic 66/72 | 917  (82.7,96.9) 5761 | 851  (743,926) 6.6
Mestiza 23 66.7 - 272 100 - 333
Mixed 8/10 80.0 (44.4,97.5) 912 75.0 (4238,94.5) 5.0
Not specified - - - 11 | 100 - .
" Computed from a statistical model pooling across strata.
N = Number of microbiologically evaluable patients in each eatment group.
2/m = Number of patients with favorable assessment/number of patients with assessment.
Cl = Confidence interval,

(Applicant’s Table 41, Volume 13 of 22, page 156)
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Proportion of Patients With Favorable Clinical and
Microbiologic Response Assessments at Test of Cure
Displayed by Blinding Procedure—
Microbiologically Evaluable Population
(Observed Data)
Trzatment Group
MK-0826 | g (A) Piperacillin/ Tazobactam (B)
| (N=203) (N=193) Observed Difference
Enhanced Blinding Observed' Response Observed’ Response (A-B)
Procedure - n/m % (95% CI) nm Ya (95% CI) %
No 1127131 855 (794,915) | 101/126 | 80.2 (73.2,87.1) 53
Yes 64/72 839 (81.6,96.2) 56/67 836 (745,925 53
t Computed from a statistical model pooling across strata.
N =Number of microbiologically evaluable patients in each treatment group.
n‘m = Number of patients with favorable assessment/number of patients with assessment.
CI = Confidence interval.
(Applicant’s Table 42, Volume 13 of 22, page 157)
Proportion of Patients With Favorable Overall Microbiologic Response Assessments
in the Microbiologically Evaluable Population
(e T
Treanmom Group
MEK-0826 1 g (A) Pipetacillin' Tazobaciam ®)
(N=203) {N=193) Estimeted® Difference
Estimated’ Response Estimated’ Response (A-B)
Time Point n % (95% CT) n % (95% €1 % 98%Cn |
pay 203 916 190.6, 96.6) 193 n.é (86.7,94.6) 30 (=18, 88)
EFU 202 296 (85.8,93.4) 191 826 (77.5.81.7) 70 (0.3,14.2)
TOC 203 89.1 (852,93.1y 193 84.4 (79.5, 89 3) 4.8 (24, 11.9)
' Compt d from a staristical model adiush g for strata,
N = Number of microbiologieally evalushle patients in each treatment group.
a = Nuinber of microbigl gically evaluable ptiens with mmhlimpoimimhdzdimheamlyuis.
€1 = Confidence interval.
DCIV = Discontimvation of intravenous therapy; EFU = Early follow-up; TOC = Test of cure.

(Applicant’s Table 47, Volume 13 of 22, page 163)
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Proportion of Favorable Microbinl(_)gic Response Assessments at Test of Cure
Displayed by Basefine Pathogen in the Microbiologically Evaluable Population—Total Isolutes

(Observed Data)
Treatmenc Group
MK-0826 | g (A) Fiperacillin/ Tarvhuctam (B)
(N=201) (N~193) Obs:rved DrYerence
Observed” Response Obsarved” Respomse 1A-B)
Toal Lolaws ' % 195% 1) n/m K (95% CI) %
Cram-Positive Aeroblc Cocel nym n3 {8207, 94.m) 27 ML (710, 36.4)
Enterococyuy 1517 w10 20.0 1355.99.7)
Entervencous avivm 10711 {58.7,99.8) 4 100 -
Lnterenvceus caxseliflavy - - - 1 100 - -
Enterococens fwcalis 2325 20 (7140, 99.0) 12717 70.6 (440 89.7) 214
Enterococcus faevium &7 R5.7 - 14 250 - 60.7
Emerococcus gallimarum 1 oo - (3] 00 - 100
Temelly morbilhorum ] 100 - - - - -
AMicrovoccus - - - 171 (-] - -
Seaphviocorcus 9 100 - 1t 100 - 111}
Staphylocaccus gurrus 45 50 - 31 100 - =200
Staphylococcus rpidermidiy 44 100 - 34 50 - 250
Staphytocorcus Maemoly tous 33 100 - - - - -
Swphyiocoveus, codgulase negarive 3 100 - 416 6.7 . 3.3
Sorvprtacorcus 56 K13 - % 475 - .2
Srepaxocan (akpha-hemdyrie ) E% 300 - a7 857 B -5.7
Strepincaan (beta-Bemmiviic} 44 100 - 13 333 - 66,7
Stnptocvrcou {Group C) - - - (&} 1)) . -
Srephacoecux (Group D) 55 100 - 33 liig . 00
Streptocencun (Ciroup F) 22 100 - at o0 - 100
Srepvocacous (mimupﬁlic) (Y] 0.0 - - - - -
Strepioacoe s oonhermafyic) [ 4] 0.0 - - - - -
Strepawican vgalactiue 111 10 - 12 500 - 00
Srrepeacieeus angrmvus 11 100 - 19 100 - oo
Strepiacocrio povis - L 100 - 13 100 - 0.0
Straprncor cur congellang 171 100 - 4 720 - 250
Sreptovocan mernding 22 [0 - 44 1 - 00
Strepaxcocers mitler grocg 55 100 . 46 .7 - 03
' Stregroceneus mirty 1 10 . - . -
SIreph i v cts paeimmmias - i i Oy = -
Slacmin, 2 L) 100 - 22 10 -
Sirepcoceus alivartys 2 100 - - . -
Sirepaicorap Smptinis 10 100 - - - .
RIS Vil 113 76.9 (46.2, 950y 1517 8.2 163.6. 98 5)
Gram-Negathve Arrobic Rods 23240 " @554 1997233 " sl zvn +5
Acinetrduuter N - B 12 100 — N
Acinetobacter Kanngnmii n 100 - - - . -
Actneccdicter culenaontbuy 44 100 - Pl ] a7 - 3313
Actuctobucter huffi 11 oy - 23 [ 100 . L1
Aeramonuy Rvdrogicly 1 HD - - - - - ..
Alcaliyenes fowcalic I 1o - - - . .
Cammiobacter prociin [ 100 - A3 1) - 00
Cirvidwnter - - - (K} () - -
Cltrabacter amaioaaricuy - - - “n o . .
Citrobacter freundi - B - 2 500 - .
Cliroacaer kavery - - u ] 100 - -
Crmnimiunts tevtasuromng - - - (3] 00 - -
Elkenctly cavreetens [H] 100 - 11 100 - 0.0
Enrerobacter 12 300 - 22 1o - =500
Enterobucier aerogenes 17) o - 33 10 - 0o
Emernbacter ciovege 33 11 - &6 um - LX)}
Enterubacter geryivie 151 1o - - - . .
Enirobacter internuaihy - - - 11 100 - -
Emeribacier suknzakii it 100 - - - - -
Eschurwda coli 142/)58 39.9 (41, 1) 10438 3.4 {77.2,90.1) 54
Gram-negative acrobac roafa [H 1 - - - - N
Hiummumhilee pangnheniie - - - 12 500 - -
Hafwis alved . - - Lt o - .
Rlebsielta ' 45 20 - 22 (L] - 100
Klehstatla emyincg &6 100 - 44 ] - o0
Klevd elia uzaenue 171 (101 - 1 1og - 00
Klehsiella preymmiae 1¥14 w29 (66,1, 99.5) 2107 M6 {44.0.89.7) pra]
Maorgiowilx Lol T 22 L1 - . - - -
Pantiea aglomerany 12 (L04] - 33 190 - 0o
Protous mirahii &7 857 - 33 100 - -H43
Frotew vulgaris 35 ') - 12 500 . $0.0
Psesntomonus - - . 14 o0 - -
FPrewlomonay HEPnO N 226 s {6).6,93 4) 2326 Lo (.8, 97 6) -1.7
Cremtnmonas ulealigpeves - - - 1 (1] - -
Prrudommuiy Pumsoeny - - - i1 0o - -
Psewlomirast mendocing - - - i 0 - -
Frewuiomme st s tucen - - - 11 00 - -
SO Marvesons - - - 1 00 - -
Shewanclla purrefieiens (K] o . - . - -
m‘ YA pomeimonilis 171 o - . - - -
s




